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1. (Once Amended) A transgenic non-human mammal comprising a transgene 
comprising a mutant GP Oia gene wherein said mutant gene encodes a mutant GPHIa protein, 
said mutant protein having oVe or more phosphorylatable cytoplasmic domain tyrosine residues 
replaced with a non-tyrosine rtesidue. 

2. (Once Amended) The transgenic non-human mammal of claim 1 wherein said non- 
tyrosine residue is phenylalanine. 

3. (Once Amended) The\ transgenic non-human mammal of claim 1 wherein said 
phosphorylatable cytoplasmic doWain tyrosine residues are tyrosine residues 747 and 759 of 
SEQIDNol. \ 

4. (Once Amended) Platelet! isolated from the blood plasma of said transgenic non- 
human mammal of claim 1 . \ 

5. (Once Amended) The transgtoknon-human mammal of claim 1 wherein said 
transgenic non-human mammal is stlectJ^^ group consisting of sheep, goat, mouse, pig, 
dog, cat, monkey, chimpanzee, hanA rat, tebbiicow and guinea pig. 

6. (Once Amended) The transgenic noVtu^tan mammal of claim 5 wherein said non- 
human mammal is a mouse. \ \ 

7. (Once Amended) The transgenic non-hWan mammal of claim 1 wherein two 
phosphorylatable cytoplasmic domain tyrosine residues have been replaced with a non-tyrosine 
residue. \ 
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8. (Once Amended) The transgenic non-human mammal of claim 7 wherein said non- 
tyrosine residues are pHenylalanine. 

9. (OnceAmended\ The transgenic non-human mammal of claim 7 wherein said 
phosphorylatable cytoplasmic domain tyrosine residues are tyrosine residues 747 and 759 of 
SEQ ID No 1. 

10. (Once Amended) Platelets isolated from blood plasma of said transgenic [the] non- 
human mammal of claim 7. 

11. (Once Amended) TheVansgenic non-human mammal of claim 7 wherein said 
transgenic non-human mammal is selected from the group consisting of sheep, goat, mouse, pig, 
dog, cat, monkey, chimpanzee, hamster, rat, rabbit, cow and guinea pig. 



12. (Once Amended) The transgenic non- 
transgenic non-human mammal is a moui 



human mammal of claim 11 wherein said 



13. (Once Amended) A /tra\asgenic\ nonSjiuman mammal expressing a transgene 
integrated into its genome, wherein\aid trisgene\)mpri S e S DNA encoding mutant GP Ilia 
protein, wherein one or more phosphoWabl\ c Wlasmic domain tyrosine residues has been 
replaced with a non-tyrosine residue. 

14. (Once Amended) The transgenic non-human mammal of claim 13 wherein said non- 
tyrosine residue is phenylalanine. 

15. (Once Amended) The transgenic non-humaV mammal of claim 13 wherein said 
phosphorylatable cytoplasmic domain tyrosine residues\re tyrosine residues 747 and 759 of 
SEQ ID No. 1. 
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16. (Once Amended) Platelets isolated from blood plasma of said transgenic non- 
human mammal of claim 1. 

17. (Once Amended) The transgenic non-human mammal of claim 13 wherein said 
transgenic non-human mamma\is selected from the group consisting of sheep, goat, mouse, pig, 
dog, cat, monkey, chimpanzee, hWster, rat, rabbit, cow and guinea pig. 

18. (Once Amended) The Vansgenic non-human mammal of claim 17 wherein said 
transgenic non-human mammal is a mouse. 

19. (Once Amended) The transgenic non-human mammal of claim 13 wherein two 
phosphorylatable cytoplasmic domainyrosine residues have been replaced with a non-tyrosine 
residue. 

20. (Once Amended) The trar^(c1Io^uman mammal of claim 19 wherein said non- 
tyrosine residue is phenylalanine 



21. (Once Amended) The transgenic ^no^human 



mammal of claim 19 wherein said 



phosphorylatable cytoplasmic domai 
SEQIDNo. 1. 



Sine 1 



residues are tyrosine residues 747 and 759 of 



22. (Once Amended) Platelets isolated from\blood plasma of said transgenic non-human 
mammal of claim 19. 

23. (Once Amended) The transgenic non-hun\an mammal of claim 19 wherein said 
transgenic non-human mammal is selected from the grcW consisting of sheep, goat, mouse, pig, 
dog, cat, monkey, chimpanzee, hamster, rat, rabbit, cow^nd guinea pig. 
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24. (On\e Amended) The transgenic non-human mammal of claim 23 wherein said 
transgenic non-human mammal is a mouse. 

25. (Once Amended) A method of preparing a transgenic non-human mammal 
comprising a transgei comprising a mutant GP Hla gene, wherein said mutant gene encodes a 
mutant GP Ilia protein\ said mutant protein having one or more cytoplasmic domain tyrosine 
residues replaced with ahon-tyrosine residue, said method comprising: 

a) introducing into embryonic stem cells a nucleic acid molecule comprising 
said transgene comprising\said mutant GP ma gene, wherein said mutant gene encodes said 

mutant GP Ilia protein; 

b) generating a transgenic non-human mammal from the cells of step a). 

26. (Once Amended) Tl^e method of claim 25 wherein said non-tyrosine residue is 
phenylalanine. 

27. (OnceAmendec^he WthW of claim 25 wherein said phosphorylatable 
cytoplasmic domain tyrdWneLidueWe^sine residues 747 and 759 of SEQ ED No. 1. 

28. (Once Amended) TJ^metrW of claim 25 wherein said transgenic non-human 
mammal is selected from the group consisting of sheep, goat, mouse, pig, dog, cat, monkey, 
chimpanzee, hamster, rat, rabbit, cow and guinea pig. 

29. (Once Amended) The method of\ claim 28 wherein said transgenic non-human 
mammal is a mouse. 

30. (Once Amended) The method of clahV 25 wherein two or more phosphorylatable 
cytoplasmic domain tyrosine residues have been replaced with a non-tyrosine residue. 
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31. (Once^ended) The method of claim 30 wherein said non-tyrosine residues are 
phenylalanine. 

32. (Once Amended) The method of claim 30 wherein said phosphorylatable 
cytoplasmic domain tyrosine residues are tyrosine residues 747 and 759 of SEQ ID No. 1. 

33. (Once Amended) Vhe method of claim 30 wherein said transgenic non-human 
mammal is selected from the W>up consisting of sheep, goat, mouse, pig, dog, cat, monkey, 
chimpanzee, hamster, rat, rabbit\cow and guinea pig. 




34. (Once Amended) The 
mammal is a mouse. 

35. (Once Amended) The 
non-human mammal, followed b> 
GP Ilia gene. 



ethod of claim 33 wherein said transgenic non-human 



electing a ndn 



25 further comprising mating said transgenic 
-human mammal homozygous for said mutant 



36. (Once Amended) The metho^ 
mammal is a mouse. 



Jaim 35 wherein said transgenic non-human 



37. (Once Amended) A method of preparing a transgenic non-human mammal 
comprising a transgene comprising a mutant GP ffla g^ne encoding a mutant GP Ilia protein, 
said mutant protein having one or more phosphorylatable Voplasmic domain tyrosine residues 
replaced with a non-tyrosine residue, said method comprising? 

a) introducing into embryonic stem cells a tWleic acid molecule comprising 
a transgene comprising said mutant GP Elaine encoding mutant GP Ela 
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protein and a selectable marker flanked by FRT sites, to produce one or 
more transformed embryonic stem cells; 
^identifying and selecting said transformed cells; 
fcmoving said selectable marker from said transformed cells 
selected in step b) by transient transformation with FLP recombinase; 

d) injecting transformed cells from step c) into one or more blastocysts; 
and,) 

e) generating a transgenic non-human mammal from said blastocysts of step 
d), wherein said transgenic non-human mammal comprising said 
transgerie comprising mutant GP IHa gene is heterozygous for said mutant 
GP IEa etene. 

38. (Once Amended) The\nethod of claim 37 wherein said non-tyrosine residue is 
phenylalanine. 

39. (Once Amended)^ meYho/of claim 37 wherein said phosphorylatable 
cytoplasmic domain tyrosine residues ar\ tyTo^ele^dues 747 and 759 of SEQ ID No. 1. 

40. (Once Amended) The WthodY&T ;laim 37 wherein said transgenic non-human 
mammal is selected from the gro^ip^sisW of sheep, goat, mouse, pig, dog, cat, monkey, 
chimpanzee, hamster, rat, rabbit, cow and guirka pig. 

41. (Once Amended) The method of \jaim 37 wherein said transgenic non-human 
mammal is a mouse. 

42. (Once Amended) The method of claL 37 wherein two phosphorylatable 
cytoplasmic domain tyrosine residues have been replaced with a non-tyrosine residue. 
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43. (Once Amended) The method of claim 37 wherein said non-tyrosine residues are 
phenylalanine. 

44. (OnceAmended\ The method of claim 37 wherein said phosphorylatable 
cytoplasmic domain tyrosineVesidues are tyrosine residues 747 and 759 of SEQ ID No. 1. 

45. (Once Amended) The method of claim 43 wherein said transgenic non-human 
mammal is selected from the gVoup consisting of sheep, goat, mouse, pig, dog, cat, monkey, 
chimpanzee, hamster, rat, rabbit, tow and guinea pig. 

46. (Once Amended) The method of claim 45 wherein said transgenic non-human 
mammal is a mouse. 

47. (Once Amended) The methoM of claim 37 further comprising mating said transgenic 
non-human mammal, followed by selecting afransgenic non-human mammal homozygous for 
said mutant GP Ilia gene. 

48. (Once AmendedVfheViethod ofVlafflTW^wherein said non-human mammal is a 



mouse. 



49. (Once Amended) The methpd^Maim. 37 further comprising: 

f) mating a heterozygous transgenic non-human mammal with a second 
heterozygous transgenic non-human mammal; and, 
h) selecting a transgenic non-human mammal homozygous for the 
mutant GP Ilia gene from the resulting progeny. 

50. (Once Amended) The method of claim 49yherein said transgenic non-human 
mammal is a mouse. 
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51. (Once Amended) A method for determining mutant GP ffla protein modulation of 
one or more biologicaWponses, said method comprising: 

treating transgenic and non-transgenic non-human mammals with one or more agents 
affecting said one or morkbiological responses; and, 

comparing said oneV or more biological responses between a transgenic and a non- 
transgenic non-human mamrW of the same species, wherein said non-transgenic non-human 
mammal comprises wild-type \}P Hla genes and the transgenic, non-human mammal comprises 
one or more mutant GP Ilia gerk wherein said mutant gene encodes a mutant GP Ilia protein, 
said mutant protein having at leXt one or more phosphorylatable cytoplasmic domain tyrosine 
residues replaced with a non-tyrosiVe residue in the mutant GP Hla gene. 

52. (Once Amended) The mkod of claim 51 wherein said non-tyrosine residue is 
phenylalanine. \ 

53. (Once Amended) The metiV^T^m 51 wherein said phosphorylatable 
cytoplasmic domain tyrosine residv^ tlsin^idues 747 and 759 of SEQ ID No. 1. 

54. (Once Amended) The method ofVlaim 5)/wherein said transgenic and non- 
transgenic non-human mammals are selected ^mM group consisting of sheep, goat, mouse, 
pig, dog, cat, monkey, chimpanzee, hamst^^ibbit, cow and guinea pig. 

55. (Once Amended) The method of claim & wherein said non-human mammal is a 



mouse. 



56. (Once Amended) The method of claim 5\ wherein two phosphorylatable 
cytoplasmic domain tyrosine residues have been replaced witk a non-tyrosine residue. 
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57. (Once Amended) The method of claim 56 wherein said non-tyrosine residues are 
phenylalanine. 

58. (Once Amended)\The method of claim 56 wherei said phosphorylatable cytoplasmic 
domain tyrosine residues are tyrosine residues 747 and 759 of SEQ ID NO. 1. 

59. (Once Amended) Trite method of claim 56 wherein said transgenic and non- 
transgenic non-human mammals Ve selected from the group consisting of sheep, goat, mouse, 
pig, dog, cat, monkey, chimpanzee,\hamster, rat, rabbit, cow and guinea pig. 

60. (Once Amended) The method of claim 59 wherein said transgenic non-human 
mammal is a mouse. 

<r 

61. (Once Amended) The methoo\of claim 51 wherein said biological response is 
bleeding time. 

62. (Once Amended) The/neu\od of\claim->5J^wherein said biological response is 
thrombotic response. 

63. (Once Amended) The metr|od^T cl^m 51 wherein said biological response is 
angiogenesis. 

64. (Once Amended) The method of claim 5 yherein said biological response is tumor 
metastasis. 

65. (Once Amended) The method of claim 5\wherein said biological response is 
inflammation. 
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66. (Once Amended) The method of claim 51 wherein said mammal is a mouse. 

67. (Once Amended)V method of determining the effect of an agent on a biological 
response of a transgenic, non-Human mammal wherein said biological response is modulated by 
GP Ilia phosphorylation, said method comprising: 

a) administering said \gent to said transgenic non-human mammal of claim 1 ; 
(§ — b) maintaining said trdjosgtaiic, non-human mammal for a desired period of time 

after administeri(ig saM a^ent; and, 
c) determinin tife effect ofi saidj^nt on a biological response modulated by mutant 
GP IHa phosphorylation^! said transgenic, non-human mammal. 

68. (Once Amended) The metho^ of claim 67 wherein said transgenic, non-human 
mammal is a mouse. 



Please insert the following page into the specification following the claims. 
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